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Guideline Title

American Gastroenterological Association Institute guideline on the diagnosis and management of asymptomatic neoplastic pancreatic cysts.

Bibliographic Source(s)

Vege SS, Ziring B, Jan R, Moayyedi P, Clinical Guidelines Committee, American Gastroenterology Association (AGA). American
Gastroenterological Association Institute guideline on the diagnosis and management of asymptomatic neoplastic pancreatic cysts.
Gastroenterology. 2015 Apr;148(4):819-22; quiz 12-3. [3 references] PubMed

Guideline Status
This is the current release of the guideline.

This guideline meets NGC's 2013 (revised) inclusion criteria.
Recommendations

Major Recommendations

Definitions for the quality of evidence (high, moderate, low, very low) and strength of recommendation (strong, weak) are provided at the end of
the "Major Recommendations" field.

Issues Related to the Conduct of Surveillance

1. The American Gastroenterological Association (AGA) recommends that before starting any pancreatic cyst surveillance program, patients
should have a clear understanding of programmatic risks and benefits. Note: This is a "motherhood statement" that does not require
application of the Grading of Recommendations Assessment, Development and Evaluation (GRADE) system.

2. The AGA suggests that patients with pancreatic cysts <3 cm without a solid component or a dilated pancreatic duct undergo magnetic
resonance imaging (MRI) for surveillance in 1 year and then every 2 years for a total of 5 years if there is no change in size or
characteristics. (Conditional recommendation, Very low quality evidence)

3. The AGA suggests that pancreatic cysts with at least two high-risk features, such as size >3 cm, a dilated main pancreatic duct, or the
presence of an associated solid component, should be examined with endoscopic ultrasonography with fine-needle aspiration (EUS-FNA).
(Conditional recommendation, Very low quality evidence)

4. The AGA suggests that patients without concerning EUS-FNA results should undergo MRI surveillance after 1 year and then every 2 years
to ensure no change in risk of malignancy. (Conditional recommendation, Very low quality evidence)

5. The AGA suggests that significant changes in the characteristics of the cyst, including the development of a solid component, increasing size
of the pancreatic duct, and/or diameter >3 cm, are indications for EUS-FNA. (Conditional recommendation, Very low quality evidence)

When Can Pancreatic Cyst Surveillance Be Discontinued?



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=25805375

6. The AGA suggests against continued surveillance of pancreatic cysts if there has been no significant change in the characteristics of the cyst
after 5 years of surveillance or if the patient is no longer a surgical candidate. (Conditional recommendation, Very low quality evidence)

When to Offer Surgery for Pancreatic Cysts

7. The AGA suggests that patients with both a solid component and a dilated pancreatic duct and/or concerning features on EUS and FNA
should undergo surgery to reduce the risk of mortality from carcinoma. (Conditional recommendation, Very low quality evidence)

8. The AGA recommends that if surgery is considered for a pancreatic cyst, patients are referred to a center with demonstrated expertise in
pancreatic surgery. (Strong recommendation, Very low quality evidence)

Surveillance After Surgery

9. The AGA suggests that patients with invasive cancer or dysplasia in a cyst that has been surgically resected should undergo MRI
surveillance of any remaining pancreas every 2 years. (Conditional recommendation, Very low quality evidence)
10. The AGA suggests against routine surveillance of pancreatic cysts without high-grade dysplasia or malignancy at surgical resection.
(Conditional recommendation, Very low quality evidence)

Definitions

Grading of Recommendations Assessment, Development and Evaluation (GRADE) Quality of Evidence

Quality Definitions
Level
High The Committee is very confident that the true effect lies close to that of the estimate of the effect supporting the recommendation.

Moderate = The Committee is moderately confident in the estimate of effect supporting the recommendation: the true effect is likely to be
close to the estimate of effect, but there is a possibility it will be substantially different.

Low The Committee's confidence in the effect supporting the recommendations is limited: the true effect may be substantially different
from the estimate of the effect.

Very Low = The Committee has very little confidence in the effect estimate supporting the recommendation: the true effect is likely to be
substantially different from the estimate of effect.

Grading of Recommendations Assessment, Development and Evaluation (GRADE) Strength of Recommendations
Implications of strong and conditional (weak) guideline recommendations

e Strong recommendations
e Patients: Most people in this situation would want the recommended course of action, and only a small proportion would not. Formal
decision aids are not likely to be needed to help patients make decisions consistent with their values and preferences.
¢ Clinicians: Most patients should receive the recommended course of action. Adherence to this recommendation according to
guidelines could be used as a quality criterion or a performance indicator.
¢ Policy makers: The recommendation can be adapted as a policy in most situations.
e Conditional (weak) recommendations
e Patients: The majority of people in this situation would want the suggested course of action, but many would not. Decision aids are
useful in helping patients make decisions consistent with their values and preferences.
e Clinicians: Examine a summary of the evidence to help patients make a decision that is consistent with their own values and
preferences (shared decision making).
e Policy makers: There is a need for substantial debate and nvolverment of stakeholders.

Clinical Algorithm(s)

An algorithm titled "Management of Asymptomatic Neoplastic Pancreatic Cysts: Clinical Decision Support Tool" is provided (see the "Availability
of Companion Documents" field).



Scope

Disease/Condition(s)

Asymptomatic neoplastic pancreatic cysts

Note: The guideline developers did not evaluate the impact of symptoms on the management of cysts, and this guideline also does not consider some neoplastic lesions such as solid
papillary neoplasims, cystic degeneration of adenocarcinomas, neuroendocrine tumors, and main duct intraductal papillary mucinous neoplasms (IPMNs) without side branch
involvement, because identification of these neoplasms may be less challenging and the accepted approach is surgical resection if the patient is a suitable candidate.

Guideline Category
Diagnosis

Evaluation

Management

Risk Assessment

Treatment

Clinical Specialty
Gastroenterology

Internal Medicine
Oncology

Radiology

Intended Users

Physicians

Guideline Objective(s)

To present the official recommendations on the management of pancreatic cysts

Target Population

Adult patients who have asymptomatic pancreatic cysts identified by radiology

Interventions and Practices Considered

1. Pancreatic cyst surveillance program

e Patient education on risks/benefits

¢ Discontinuing surveillance if no significant changes after 5 years
2. Magnetic resonance imaging (MRI) surveillance
3. Endoscopic ultrasonography with fine-needle aspiration (EUS-FNA)
4. Surgery if ndicated

e Referral to center with expertise in pancreatic surgery

e Postoperative MRI surveillance



Major Outcomes Considered

Anxiety for both patients and clinicians

e [nvasive, expensive, and harmful immediate and surveillance evaluations and resulting interventions
Morbidity

Mortality

Detection of early invasive cancer or high-grade dysplasia

Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases

Description of Methods Used to Collect/Select the Evidence
Literature Search

The literature search is described in detail n Appendix 1 in the technical review (see the "Availability of Companion Documents" field). MEDLINE
was searched from 1946 to July 2013, and reports evaluating pancreatic cystic neoplasins were identified by combining the exploded Medical
Subject Heading (MeSH) term "pancreatic cyst" with text words that contained "pancreas" (e.g., pancreas or pancreatic) and "cyst" that were
separated by <2 adjectives (e.g., such a search would detect "cyst of the pancreas" and "pancreatic cysts"). This was combined with the set
operator "OR" and the exploded MeSH term "pancreatic neoplasm," with a similar text word approach as described in the preceding text to
identify other pancreatic neoplasis. Case reports, letters, and non—English language reports were excluded.

A second search was performed to identify diagnostic studies. This identified pancreatic cysts as described in the preceding section combined with
MeSH terns and text words that described ultrasonography (including endoscopic ultrasonography [EUS]), computed tomography (CT),
magnetic resonance imaging (MRI), and endoscopic retrograde pancreatography (ERCP). Furthermore, reports that identified tumor markers and
cyst fluid analysis were also identified with exploded MeSH terms and text words (see Appendix 1 in the technical review for details).

The first search identified more than 2,000 reports and the second search more than 1,500 reports, with duplicates excluded. These references
were imported into EndNote version 7.0.1 (Thomson Reuters, Philadelphia, PA) and manually assessed for relevance by two reviewers. The same
two reviewers also extracted data relevant for the guideline.

Results

The literature search showed that reports are largely retrospective case series; there are no randomized controlled trials. A key limitation of the
current literature is that management recommendations are based on knowledge of the specific cyst histology, which rarely can be determined using
current imaging and cyst sampling techniques. This highlights the challenges of providing evidence based recommendations regarding the
management of patients with pancreatic cysts. See the technical review for further information on the results of the literature search.

Number of Source Documents

The guideline developers identified 77 studies evaluating 5,790 patients that reported data on morbidity and/or mortality related to surgery
performed for resection of pancreatic cysts. The characteristics of the studies are shown in Supplementary Table 1 in the technical review (see the
"Availability of Companion Documents" field).

Methods Used to Assess the Quality and Strength of the Evidence

Weighting According to a Rating Scheme (Scheme Given)



Rating Scheme for the Strength of the Evidence

Grading of Recommendations Assessment, Development and Evaluation (GRADE) Quality of Evidence

Quality Definitions
Level
High The Committee is very confident that the true effect lies close to that of the estimate of the efect supporting the recommendation.

Moderate = The Committee is moderately confident in the estimate of effect supporting the recommendation: the true effect is likely to be
close to the estimate of effect, but there is a possibility it will be substantially different.

Low The Committee's confidence in the effect supporting the recommendations is limited: the true effect may be substantially different
from the estimate of the effect.

Very Low = The Committee has very little confidence in the effect estimate supporting the recommendation: the true effect is likely to be
substantially different from the estimate of effect.

Methods Used to Analyze the Evidence
Review of Published Meta- Analyses

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the Evidence

The technical review (and the accompanying guideline) was based on the Grading of Recommendations Assessment, Development and Evaluation
(GRADE) framework. In developing the technical review, the authors first formulated a series of specific questions that were to be answered by
the guideline (see Appendix 1 in the technical review [see the "Availability of Companion Documents" field]). The authors then identified the
outcomes that were significant to answering each question and rated themas critical or important. Next, the group systematically reviewed and
summarized the evidence for each outcome across studies, assessed the quality of evidence for each outcome, and finally integrated the evidence
across all the outcomes to answer each specific question. The quality of the evidence was classified into four categories: high, moderate, low, and
very low. Assessment of the quality for each outcome took mnto account the study design, risk of bias, inconsistency (or heterogeneity),
indirectness, imprecision, and potential publication bias. See the "Description of Methods Used to Formulate the Recommendations” field for
details on the GRADE methodology and the population, intervention, comparison and outcome (PICO) questions.

Initially, the reviewers outlined a total of seven PICO questions (see Table 1 in the technical review). The patient populations with pancreatic cysts
were further analyzed for risk of malignancy based on imaging studies, analysis of cyst fluid, and pathological findings. In addition, an analysis of the
prevalence of pancreatic cysts in the population was performed, followed by an estimation of the risk of malignant progression of all pancreatic
cysts. The reviewers used a consensus decision-making process (httpz/seedsforchange.org uk/consensus.pdf’ ) to reach
unanimous agreement among the three authors on all statements.

Normally a guideline that uses the GRADE approach would provide a summary of findings table, but this was not possible due to the paucity of
data available. The technical review therefore simply outlines the evidence from these surgical series in a narrative manner to provide the risk of
invasive malignancy in this select group according to type of cyst. This will indirectly inform the type of pancreatic cyst that is likely to harbor
dysplasia or malignancy. The guideline developers then evaluated the data according to which imaging modality best diagnosed the type of cyst and
malignant risk and then conducted systematic reviews of the literature to address risk of malignant progression in pancreatic cysts that would not
undergo initial surgery.

For more information on study evaluation, refer to the technical review.

Methods Used to Formulate the Recommendations

Expert Consensus

Description of Methods Used to Formulate the Recommendations
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The guideline was developed by the American Gastroenterological Association's (AGA) Clinical Practice Guideline Committee and approved by
the AGA Governing Board.

This guideline uses the Grading of Recommendations Assessment, Development and Evaluation (GRADE) framework. This approach breaks
down the management of patients with a specific disorder into a series of statements phrased i the PICO format that defines the population (P)
under study, the intervention or investigation (I) under consideration, the comparator (C) against which that intervention or investigation is assessed,
and the outcome (O) worthy of evaluation. It is important to emphasize that the outcomes in these statements should be focused on what is relevant
to patients. In the case of pancreatic cysts, all statements refer to adult patients who have asymptomatic pancreatic cysts identified by radiology; if
a comparator is not stated, then it is implied that the management strategy is being compared against "do nothing."

Both the quality of the available evidence and the strength of the recommendation are provided for each PICO statement. The evidence for the
management of pancreatic cysts is summarized in the technical review that accompanies this guideline.

In addition to reviewing the quality of the evidence, a strength of recommendation for each statement is made that considers, as a whole, the quality
of the evidence, the risks and benefits of the strategy, the values and preferences of patients, and the cost (financial and otherwise) of the approach
being recommended. A "strong” recommendation supports a clinical decision that should apply to most patients most of the time, whereas a
"conditional" (also called "weak" in some settings) recommendation implies that the decision is more nuanced and a significant number of patients
could have a different approach.

Rating Scheme for the Strength of the Recommendations

Grading of Recommendations Assessment, Development and Evaluation (GRADE) Strength of Recommendations

Implications of strong and conditional (weak) guideline recommendations

e Strong recommendations
e Patients: Most people in this situation would want the recommended course of action, and only a small proportion would not. Formal
decision aids are not likely to be needed to help patients make decisions consistent with their values and preferences.
¢ Clnicians: Most patients should receive the recommended course of action. Adherence to this recommendation according to
guidelines could be used as a quality criterion or a performance indicator.
¢ Policy makers: The recommendation can be adapted as a policy in most situations.
¢ Conditional (weak) recommendations
e Patients: The majority of people in this situation would want the suggested course of action, but many would not. Decision aids are
useful in helping patients make decisions consistent with their values and preferences.
¢ Clinicians: Examine a summary of the evidence to help patients make a decision that is consistent with their own values and
preferences (shared decision making).
e Policy makers: There is a need for substantial debate and mvolvement of stakeholders.

Cost Analysis

A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation

Internal Peer Review

Description of Method of Guideline Validation

The document presents the official recommendations of the American Gastroenterological Association (AGA) on the management of pancreatic
cysts. The guideline was developed by the AGA's Clinical Practice Guideline Committee and approved by the AGA Governing Board.

Evidence Supporting the Recommendations



Type of Evidence Supporting the Recommendations

The type of evidence is identified and graded for each recommendation (see the "Major Recommendations" field).
Benefits/Harms of Implementing the Guideline Recommendations

Potential Benefits

e Appropriate diagnosis and management of asymptomatic neoplastic pancreatic cysts
e Refer to Table 1 in the technical review (see the "Availability of Companion Documents" field) for more information on benefits of various
mterventions.

Potential Harms

e Any benefit with surgery has to be taken in context with an overall postoperative mortality of 2% and major morbidity of 30% fiom the
review of the literature.

e Refer to Table 1 and Supplementary Table 1 in the technical review (see the "Availability of Companion Documents" field) for more
mformation on harms and complications of various interventions.

Qualifying Statements

Qualifying Statements

Pancreatic cysts are common and increase with age, but the development of invasive adenocarcinoma in these cysts is extrenmely rare. The
management strategy for pancreatic cysts aims to prevent the development of invasive cancer and/or to resect invasive malignancy early when
present. Current clinical practice is based on minimal evidence and relies almost exclusively on case series of frequent cross-sectional imaging with
or without endoscopic ultrasonography (EUS) and/or fine-needle aspiration (FNA) cytology and surgery for concerning features. The preceding
guidelines for asymptomatic mucinous cysts are different fromall previously published guidelines in the following areas: 2-year interval for cyst of
any size undergoing surveillance, stopping surveillance after 5 years ifno change, surgery only if more than one concerning feature on magnetic
resonance imaging (MRI) confirmed on EUS and only in centers with high volumes of pancreatic surgery, and no surveillance after surgery if no
invasive cancer or dysplasia. Although based on extensive literature review and synthesis, these recommendations may result in significant
controversy because they advocate less frequent follow-up and a higher threshold before offering EUS and/or surgery. However, consistent
utilization should decrease nadvertent harm to patients and reduce the costs of health care delivery.

Implementation of the Guideline

Description of Implementation Strategy

An implementation strategy was not provided.

Implementation Tools
Clinical Algorithm
Patient Resources

Staff Training/Competency Material



For information about availability, see the Availability of Companion Documents and Patient Resources fields below.
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Guideline Status
This is the current release of the guideline.

This guideline meets NGC's 2013 (revised) inclusion criteria.

Guideline Availability
Electronic copies: Available from the Gastroenterology Journal Web site

Print copies: Chair, Clinical Guideline Committee, AGA National Office, 4930 Del Ray Avenue, Bethesda, Maryland 20814. E-mail:
nsiedler@gastro.org; Telephone: (301) 941-2618.

Availability of Companion Documents
The following are available:

¢ American Gastroenterological Association technical review on the diagnosis and management of asymptomatic neoplastic pancreatic cysts.
Gastroenterology. 2015 Apr;148(4):824-48.e22. Electronic copies: Available from the Gastroenterology Journal Web site

e Management of asymptomatic neoplastic pancreatic cysts: clinical decision support tool. Gastroenterology. 2015 Apr;148(4):823.
Electronic copies: Available from the American Gastroenterological Association Institute (AGAI) Web site

e The AGA Institute process for developing clinical practice guidelines part one: grading the evidence. Clin Gastroenterol Hepatol. 2013
Apr;11(4):329-32. Electronic copies: Available to subscribers from the Clinical Gastroenterology and Hepatology Web site

This guideline also has an accompanying continuing medical education activity available from the Gastroenterology Journal Web site

Patient Resources

The following is available:
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e Managing pancreatic cysts: a patient guide. Gastroenterology. 2015 Aug;149(2)498-99. Electronic copies: Available from the
Gastroenterology Journal Web site

Please note: This patient information is intended to provide health professionals with information to share with their patients to help them better understand their health and their
diagnosed disorders. By providing access to this patient information, it is not the intention of NGC to provide specific medical advice for particular patients. Rather we urge patients
and their representatives to review this material and then to consult with a licensed health professional for evaluation of treatment options suitable for them as well as for diagnosis and
answers to their personal medical questions. This patient information has been derived and prepared from a guideline for health care professionals included on NGC by the authors or
publishers of that original gnideline. The patient information is not reviewed by NGC to establish whether or not it accurately reflects the original guideline's content.

NGC Status

This NGC summary was completed by ECRI Institute on July 20, 2015. The information was verified by the guideline developer on August 5,
2015.

Copyright Statement

This NGC summary is based on the original guideline, which is subject to the guideline developer's copyright restrictions.

Disclaimer

NGC Disclaimer
The National Guideline Clearinghoused, ¢ (NGC) does not develop, produce, approve, or endorse the guidelines represented on this site.

All guidelines summarized by NGC and hosted on our site are produced under the auspices of medical specialty societies, relevant professional
associations, public or private organizations, other government agencies, health care organizations or plans, and similar entities.

Guidelines represented on the NGC Web site are submitted by guideline developers, and are screened solely to determine that they meet the NGC
Inclusion Criteria.

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the content or clinical efficacy or effectiveness of the clinical
practice guidelines and related materials represented on this site. Moreover, the views and opinions of developers or authors of guidelines
represented on this site do not necessarily state or reflect those of NGC, AHRQ, or its contractor ECRI Institute, and inclusion or hosting of
guidelines in NGC may not be used for advertising or commercial endorsement purposes.

Readers with questions regarding guideline content are directed to contact the guideline developer.
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